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Abstrakt

Dizertalns§ pr 8ca je~k0m~entovanTm S
uverepe n I caoangd i cky i mpaknoédleasnopgihsoch. HI &
t ®mou je hOadanie optim8lnejklgthr at ®

met -d a met-d mol ekul ovej geneti ky pr
ng§dorov | podtypov gydesaopat oh - gieidn
patol - gii urogenit8lneho kophktal - giad
Vgeobecnegjeg2vivhveado vi mo bro&| ra kolmmis pp &t ol
mt gaplikov antet - dy mol ekyWvovevjl ssgasmet ukne
popisuje stav poznaniajvednot | i v ch 0 blICasetlieacr 8§z
strulne charakterizuj % vIskumP®vIiz §me
nchsa zaober§ histomorfologickou Amul
endonet r.i - zNNasl eduj e raritn8pagakfreehé
borderline t umoarnual T Zzmbir ipPr 2t o my o sst i

KRAS, BRAF a p53. Prospekkeéejvnay d plnga |
dl agdi cov®ho epitelu (HSIL) krl ka mat
shag? odhali S pr2]liny tohoto fenom®r
incidenciouf umar 8§t (FEH)de &t §zlamit mrhyc-hmov mat er
syndrhemuedi t Somajf - 2¢i amyen8l neho kar
sci eOom pzliespgerSi uk di agnostiky a zvl
syndr - mu. Neppoalbe deocvh publ i k8ci 2 [
dyspl 8zia krl ka mat eZr8niecre jaek oz avnayrsil aen
miestom molelllovej genetikyyp r 8 c | patol - ga.

Abstract

This thesis focuses on gynecopatholdtgonsists of collection of seven
papers published in pathology journals with impact fa¢taroduction
sectioncontains selection of examples showing scientifidiagon of
molecular genetic methodsd basic information available in respective
fields of interestFurther onte aims of individual research projects are
described. The first project comprises histomophologic study of skin
endomet r i osmudleriafd dd iefsfsd Aegse tlpraof a raren
tumor namelyborderlinepapillary serousumor of the fimbriated end olie
fallopian tube follows with molecular genetic analysis of KRAS, BRAF and
p53 gene mutation statugioBpective longitudinal stydonhigh grade
squamous dysplasia (HSIL) of thervix in HPV vaccinated women, so
calledDAV (dysplasia after vaccinatio@ms to elicidate pathogenesis of
this phenomenon. Two other studies focus on incidence of fumarate
hydratase deficient leiomyoma$the uterus and hereditary leiomyomatosis
and renal cell carcinoma syndrome (HLRCC). The aim of those stgdi@s i
improve our diagnostic capabilignd increase detection rate of the patients
with HLRCC syndrome. Finally a new subtype of HSIL namehale cell
dysplasia is described in two separate studies. Conclusion remarks
contemplate the role of molecular genetics in surgical pathology.
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1.1 20T ATi DI AT Gl EBOBES& UA
Endometri-za je definovan8 ako pr2ton
maternicu (1). Kogn8 endometdstavijeza | e
di agnostickl probr®maapvkeNzsaedkakopt
publ i k8ci 8ch Specka a Helwiga (2, 3)
naslel ov al i i ba ojepdopes ®v &klaizunebbkykla®
rysy i anatomi 6R® INokaltioz ®cile®z( 2, Dol
atypic k 8 endometri - za a predstavoval.
Norm8l ny mulleri8nsky epitel m8§8 skl

or
ml geme vidieS v enddm@et.r iZ8lvmygecnh® ¢sl¥ atz
v strom8l nnej komponent ealkaw8 bmd taa ppl o8p
degenerat2vne zmeny ©prielne pruhovan:e
di agnostick® rozpaky. Navyge v bl 2zko
neobvyk|l ® zmeny -vgtaokovami phkagt yes i
i nkl Yazi amn, (Kecbkekern a Ringkern) a
Unna v roku 1895 (13).

18 @ "T OAAOI ET A PAPEI UOT U OA
peritoneUl T Ui E EI Bl AT Ol E
Oznaleenborder |l i ne pavpaijlc8orvnoyd us epro-pzrnvyl ktr

Zheng vroku 1996 (04 a prv® review pr2padov b
2005 (15). Tento n8&8dor splRuje histol
jadrovich atypi? t ak, ako sY pop?2san
publi k8cie bol zn8my padmwibse istha o0& jmrva g
mol ekul ovo genetick® charakteristiky
chromoz- - mov 17, 18¢q, 209 a -3 @R ¢ na c
alelick® zmeny chromoz- mov 1p, 54q, 8
KRAS (50%) a BRAF (20%) 17, 18) Doned8vna bol a
ot 8zka stagingu tlchto n8dorov (19)

a
m
k

1.3 'ALUA UODIi(HBWE HPMVOAEAET T OAT LAE LI

Vakcinalnl program HPV vakcin8gcie zal
2006. Kvadrival ent n8das tbu pvna8 emrt en 8mlvaack
doporu|l oveomo mz me @ b2 15 ag 26 rokov.

hranicou bola indik8cia tieg mogn§g,
ogetruj %cim gynekol - gom. Vakcin8ci a
poi steni a akgeNhaj evIima mkiugdosS rodil| ov
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vakcin8cia diev] at Vo veku 13 rokov
zdravotn®ho poistenia. Sporadicky od
konfrontovan2 s pr2padmi Sagkej dysp
giesn riadne ukonl|l enou vakcin8ciou.

ematicky gtudovanl aj keN ho spon
entiek s HSIL, z toho 6 asociova
iovan® s typom HPV 18zalMejteond/d | ma
dnocovan? n8lezov LBC skr2ningove
ko nekomentovali. Recentnejgia ¢
gens§ na hodnot en? LBC n8lezov g
z8§ciou u 617ngptaactiuejnk,i egke. VARUlt@oirn a |
adov HSIL bola diagnostikovang§ v
| en? vakcin8ci e a jednal o S a

vakcinalnl LBC odber obsahoval

tifikovan§lm vp rLeBdC @rinaktlehimgSst coil cooug.i ¢ Kk ¢
eexistuje

1.4 2071 Ali DBiUTU
EAOAAEOQOUOT AE AA
(HLRCC)

| na heterozygotns§ mut 8ci a g
in@ e mikfoi khoevraedi t 8rny predi
® a kogn® leiomy-my a re
22, 23) . Tento syndr-m bol
tava 25 probandov (24).v Naj z §
k biologicky agres2vnych ren§l
identifikovanim pacientom s HL
u pravidel n®ho USG sl edovani a
T karcin-m byl atsanko mboglt § d a a h yvt
m na raritnosS syndr-mu a new%
efekt?2vnej Il denti fik8cie pac
Tch niekoObkegprhavuhaoyjye Bast
sgeastedkptaco@est 8ci ou pre z
) . Bardell a navyge naeyashuj e
navrhuje kombi n8ci u hi stol o
Il stochemickY pozitivitu expresi
).qRozn. autora k o | ekt basavh8 ] IAn2a0 1z88 k | a d e
S k Yas ost? FH22epir éipeanimn inavinuje lakoi o my - r
efekt2vny prvl kpoRkt ovrigrhoestitoimo o ah o gi «
znakov(27).
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HLRCC syndr zm8my aj akoj] Rebdeaoedistydr
autoz-movo dominantne dedi |l nT ng§doro
pop2sani v predogl e]j kapitole. Jednl
maerniceeU va | giny gien s HLRCC syndr - moi
l ei omy-my vygaduj Yace chirurgick¥ inte

vzni kom ren8lneho karcin-mu (23,24, 2

gien s kodgnTmi | ei omy-lnanimybaryi nsa¥lea s
z ktorTch bolo ag 91% operovanlch. Je
pacienti ek podst ¥%pil o hysterekt: - miu
Vgeobecne s¥% leiomy-my maternice veO
50% gien vo veku odo -3m0 madlkawnmim&® .l Vo \
do 50 rokov j e t o 80% (29) . Preto
identifik8ciu pacientiek s HLRCC syni
V. minul ostdi sa zistilo, ge | ei omy - my
FH g®nuprmelzgeunt ovaS kombingciu zvl §gn
charakterist?2k (23,26, 30) . I ch senzi
jednoznalne potvrden§ (30) V. prvlcl
syndr - mu (31) sa uksgzal o, geHwvmunohi
spojen? S morfologickT mi char-akter.
deficientn® | eiomy-my. FH protil 8tka

16 "EUAOIT U AUODPI UUEA EOéEA | AOAC

Val ginu pr2padov HSIL je mogn® jedno
WHO kIl aisoiuf i R @& 4 (32). Mal § | as S pr
probl emati cksS§ z d*vodu metaplastickd
jedn8 o n2zky dy355p)|asA3|ck110e%|tl®I2|€C
kl asi fi k8ci. m! g e vymykas$s a Stoou ajr
mmohoj adrovich buniek s bizarnl mi jad
sWl ade s ¢/dZ2 v elrAnSIT ¢ 36) bl okov8 pozi't
pl6 dovoOuje | ®ziu jednoznalne oznal
Yar ov ni hi stomorfolvegmnlneajeslp®Riae ktryp ®
tTchto |1 ®zi2 sktr patr2 k | ®zi8&m Al
| iastolne pop2sal.i Park (35) a Kitaha
skvam-zna intraepiteli88lna | ®zia s vI
potompreklasifikovalinaHSILos obn8 komuni k8ci a, UuscC
session, Boston, USA) a ako Azradng§ d

- ~

7 6LUT Al AEUAOT LAE AOT EAE O OEC
i

LBC cytologick® prepar 8ty ni ekedy C
dl agdi cov®ho ptvodu vzhOadu super fi
cytopl azmou, ktor® <charakterizuje v
trojn8sobok pl ochy jadra i ntre®medi 8§
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dvojjadrovosti, al ebo mnohoj adrovost
jadi er . PodOa aktus8l nej Bet hesda kI as
do kateg-rie LSIL. VzhOadom na par
dyspl 8zie z histol3d@gi cmka®hvr owmlia cpya hod
zdalo vhodn® pozorovaS tento fenom®n

z 8§ me mogno vn2masS v kontinuite s p
popzsal Al ow grade skvam-zna intra
cytologickT.mi Neastkyypri awa Dhi j a v roku :
viznam dvojjadrovosti spojenej S K

mnohojadrovich dlagdicovich buniek v

tento autor pougi l trochu inl pr2stu
klasifik 8ci e 2001 (40) a pred gt¥wdiou LAS
cervi k8l nej dyspl 8zi z roku 2014,

spl I e

pr2tomnosSou dvojjadrovosti, al ebo
pravdepodobnosSou HPV pozduidi &gn - sz on
CIN 1 ag CIN 2. Ned8vno Masand (41)

korelovala s highisk HPV genotypom. AutgoeriLLkl-bSnlth
morfologicky imituje LSIL a ge u tlc
expesi e antig®nua rpamgSmenZuh(peaatusak]tlek
pop2sanil a d|SJkeut01/aannn§|ggnéorm§0|‘
Bi optick® | aboratoSe a to, ge pravd
hi stologickej verifik8cidi | ®zi e pri

di agn:- Hy eA$S© 22 % a pre diagn-zu HSI |
pacientka s -Hdinme8g nd-vzogun 8sSM ne vysgiu g
overenie cytologick®ho n8lezu neg pac

vypllvaj ¥ z dathd s8zoy o @iy&thd o,y i koo re®
generuj ¥% automaticky a z faktu, ge &
jedinTm indikalnTm krit®riom pre hist
Kl inici nemaj ¥ povinnosS dohl §si S t
| aborat - -riu.)
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2 CiecebOUAA

1. Popi s hi stomorfologickej Amul |
endometri - zy.

2 . Popis zvliS8@drmdeedrol im&&dosear - zneho pa
fi mbrianalulbzyyows pr2tomnost i mut 8§ci 2 g®
3 Prospekt2vna |l ongitudin8lna gt %di s
(HSI L) kr|l ka maternice u HPV vakci ng
pr2liny tohoto fenom®nu.

4 Zl epgeni e di agnostiky a zvigeni e
pomocou navVvrkht®wanne@hoo nsoelleek ul ovo genet |
5. Pos¥%denfiemamgt deydceet Ezantnlich | ei
maternice a syndr-mu heredit8rnej | e
(HLRCC).

6. HistologickTl

i popi bi z anamyeHSILdy spl §
7.Cyt ol eapishizarejd y s p k B £

s
niakernice ako varianty HSIL
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3 6LOIAAEU

31 (EOCOI I 1T O/ 11 CEAKEIU AAWESAWALE | EIOA,
bi OOAEI GIEAE ORBRAT pO OUI EEaVET AAE ¢
Of OEOEAOOEOQ £07T AEAGiIomED Op DAA
AOUDPEAET OUOU A OubU i 011 AOEUT OF
(Morphological variations of scarelated and spontaneous endometriosis

of the skin and superyci al soft tiss
on atypical features and types of mulleriahfferentiations)

vV a podrobn% histomorfolog
wlploevr i 8nskejfi di fl ®orge m&ki8E i
zy koge a povrchovich m2kkl
22 ag 65 rokov r(opkroivemermliTz evReskk T3 2n§8d o

32

register konzult8ci? aundomevriobzwphe&o
m2kklch tkan2yv, ktor ® boli revidovan
dotazn2ka sa u kagdej pacientky zisS
to najm® | okaliz8cia | ®zi e, klinick®
Hi stol ogick® hodnmd epi 2r daik @8 mynehlr aa
( 23 %) Atypick® mit-zy v @%apo¥pad @\p,
Nal e] ritzne typy met apXyfziilz2ng tubXl%)n,a
(10%), mucin-zna ( 4 %) , p asptirlo8w8n an e js
komponent e S me sa zameral. na hOadza
sYvi sicqrcawihdig ou a ha zmeny asoci ova
progest2nu. | hdl eandt ki of si vkaol voavl 4 nsemiea p| 8z i u
endometri-zu a elast-zu i(nldoh 1@, e zdoev
bol i bunky podobn® | ipoblastom (15%)
pr2tomnosS gpirg8lovich art®riz2 (4%
lymfocytov (LGL ). Z8vee :i rKaugkodvvaykd ®me
reakt2vnek almethym vt k a ntukevem tkanivte gpunkya ] m2
podobn® | ipoblastom) a vo svalovine
i mitovaS malignitu. Nogwlim § boz hah k cam

endometri 8l neho typu a veOklch granul
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Morphological variations of scaelated and
spontaneous endometriosis of the skin and
adzZLISNUOAIf &a2FdG GAaadzsSy ! 3
with emphasis on atypical features and
GerlSa 2F YdzZ t SNAFY RAFTFSNEB

Dmitry V. Kazakov, MD, PADndrej Ondic, M@Michal Zamecnik, Mb,
Ksenia V. Shelekhova, MD, Rifgétr Mukensnabl, MBOndej Hes, MD, Phb,
Vladimir Dvorak, Mband Michal Michal, Mb
Pilsen and Brno, Czech Republic, and Saint Petersburg, Russia

BackgroundSeventyone cases of scddBf I i SR YR alLRyidl yS2dz
softi AaadsS gSNB aGdzZRASRZ gAGK I F20dza 2y |
were women, whose ages ranged from 22 to 65 years (median, 32 years).

a SYyR2YSUNR
GeLmnort ¥

Q)¢
[entN >*
Q)¢

O
N

Methods:Histological, immunohistochemical, and electronmicroscopic studlée performed. Clinical
information was ascertained via a questionnaire solicited by the referring physicians.

o
N
Z
& o

Dy

Resultst £ f (&L)Sa 2F YSGFLXFAaGAO OKFy3aSa 2F YdzZ t SNALY SLIAGKSE

oxyphilic (15%), hobnail (10%), mucinod4%f, and papillary syncytial (3%) metaplasia. Atypical features
included reactive atypia (23%) and atypical mitoses in glandular epithelium (6%). Stromal changes included
smooth muscle metaplasia (31%), decidualizatid84), stromal endometriosi$1%), ad elastosis

(\1%). Other features recognized included lipobldst cells (15%), some with intranuclear inclusions;
atypical/degenerative myocytes (10%); spiral arteries (4%); and perineurial invelslon CD56 staining
ARSy (A USR IyhpNd@yées il Mlofy2dztubiétlspecimens. Ultrastructurally, these cells showed
cytoplasmic granules, some with a delimiting membrane.

Limitations:This study utilizes tissue specimens that mainly were received as consultations; therefore
some inherent skection bias exists. Specimens were randomly selected for CD56 immunostaining, leading
also to potential sampling error.

Conclusionst £ £ (@8LJS&a 2F YdzZ t SNALY YSGFLXFaAal Oy 68 SyO2dzyiSNB

so-called atypical featuredescribed in endometriosis affecting other anatomic sites may be seen in the skin.
Some features may represent a diagnostic pitfall. (J Am Acad Dermatol 2007;88:134

R2YSiNAR2aAa Aa RSUYSR I a Wewigscomprising 82 cases, only afew small
endometrial tissue outsie the endometrium series were published, whereas the majority of the
d myometrium: Cutaneous endometriosis reports on cutaneous endometriosis in the literature
i Hknown condition, usually presenting no appeared as isolated case reports. In recent years,
problem for dermatopathologists, despite its rela a number of unusual microscopic featultesve
tively infrequent occurrence in dermatopathology been described in endometriosis in various anatomic
practice. After the seminal papers bte&k and sites1.46 Some of them have been called atypical and

CNEY {A1tQa 5S8LINIYSYd 2F tldK2t238swBLINKy (G NBldzSaday 50 +o YEIl {203

Faculty Hospital, Pilseand the Ob/gyn Clinic, Brapand the ogy, Charles University Medical Faculty pits, Alej Svobody
S5SLANIYSyid 2F tlidK2t2383 +SGENRJQA Ly &0, 30460 Pilsen, Czech Republmat: kazakov@medima.cz.
Petersburg: 01909622/$32.00
Funding sources: None. 2007 by the American Academy of Dermatology, Inc.
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shown to represent potential diagnostic pitfalls.

To our knowledge, these features have not been
systematically analyzed in cutaneous endometriosis.
Therefore we undertook the current study and

herein present a detailed histopathologicalysis

of a large series of cutaneous and subcutaneous
endometriosis, with an emphasis on atypical features

Kazakov et d35

performed. CD56 was used to identify-called ende
metrial large granular lymphocytes (LGL)QW&n
/also in the early literature asornchenzellen
/GermanjKorncher= small grainsZellen= cells).
Immunohistochemical studies were performed on
formalinfixed, paraffirembedded tissuaccording
to standard protocols using an alkaline phosphatase

FYR G&Llsa 27F YdZf £t SNAIFY RA T T Sahliealkaline phosphatase method or avidiiotin

some hitherto undescribed microscopic features in
this location.

MATERIAL AND METHODS

A search in our consultation and routine institu
GAz2ylt UtSa Ay tAaftasSysz |/
2006 yielded 73 cases coded as endometriosis iavolv
Ay3a GKS alAy 2N adzLISNIUOA
subcutis and that occurring either withgurgical scars
or spontaneously. Hematoxyteosinestained slides
6SNBE NBGASHESR (2 O2yUNY
KAaid2L)l GK2f23A0 UyRAyYy3a
Ot AYyAOLt RFGEF G2 02y UNY
clinicopathological context. Two casesne excluded,
with one matching the description of presumptive

SYyR2YSGNR2&AA O0AlG SEKAOBGAI

large numbers of pseudoxanthoma cells, and totally
lacked endometrial epithelium and stroma), and the
second case representing cutanearsiosalpingiosis.
Thus 71 cases were included in the study. Question
YIEANBa &a8S1Ay3 Oft AyAOlt

R
LIKeaAOAlIyad {LISOAUD Ayldz

operation, location, symptoms were included.

Histologic parameters werestimated mainly in
accordance with the summary of atypical features
detailed by Clement and Yousig 2000. The follow
ing features concerning the glandular component
were assessed: reactive atypia, metaplasia (tubal; hob
nail, squamous, mucinous, oxyipt), pregnancy or
progestinrelated changes (AriaStella reaction, opti
cally clear nuclei), hyperplasia (typical, atypical). For
the stromal component, the following features were
evaluated: pregnancy or progestialated changes
(decidual changesignet ringelike cells), myxoid
change, smooth muscle metaplasia, absence of-glan
dular component (stromal endometriosis, including
micronodular stromal endometriosis), and elastasis.
We also looked for other rare changes seen in endo
metriosis, suclas necrotic pseudoxanthomatous nod
ule formation, blood vessel and lymphatic invasion,
perineural invasion, and Liesegang ringslastly, we
recorded other unusual features, if present. The num
ber of tissue blocks available for review varied from
1to 18.

In 20 randomly selected cases, immunostaining
with an antibody against CD56 (clone 1B6, dilution
1:100, microwave antigen retrieving, Novocastra) was

l.:.l
2]
G

complex labeled with peroxidase or alkaline phos
phatase. Appropriate positive and negative controls
were applied.
For electronmicroscopic investigations wet formol
(ESR G(A&aadsS sla F@GrAtlotS Ay i
in 4% paraformaldehyde, followed by 1% osmium

1 & @ kletroxide, and embedded in epoxy resin (Durcupan

Epon). Sections h in thickness were cut, staide
I £ zWith toluidine blue, and examined by light micros
copy. Appropriate areas were selected, and thin-sec
tions were cut and stained with uranyl acetate and lead
K8 cﬁtr;ate, and examined with a Philips EM 208S electron
& N Migroscope (Eindhoven, Netherlands).
K

S i

ot
w»
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RESLTS
Clinical data

All patients were women, whose ages ranged
from 22 to 65 years (median 32 years, mean 33.9
__years). Sixtgeven patients presented with sear
S U I blited endometriosis, which occurred on the abdo
NJR Swen, in the perineum, inguinal area, aslva within
cutaneous scars of the following types of surgical
operation: cesarean section, n = 36; laparotomy, 5;
episiotomy, 4; appendectomy, 1; laparoscopy, 1;
Bartholin gland cyst removal, 1. In 19 cases the
type of surgical operation remained unknown.
the remaining 4 women, endometriosis was spon
taneous and the lesions were located in the navel.
The period between the surgical operation and the
development of endometriosis in the scars, as spec
AUSR AY nc OF&aSaz @GFINASR TNRY
(median 4 years, mean 5.5 years). The lesions were
usually solitary; however, in 5 cases, there were 2 or
0 Y2RdzZ Sad tlFAy gl a aLISOAUO!I f
cases, but this may be an underestimate as not all
clinicians addressed this issue. Two patients pre
sented with recurrent endometriosis, and one of
them also had inguinal lymph involvement. One
woman presented simultaneously with cutaneous
endometriosis involving the navel and peritoneal
endometriosis. One patient had tubal pregnancy at
presentation. Alpatients were treated by surgical
resection.

Gross features
Adequate gross description was available in
15 29 cases, among which a majority represented
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Fig 1. AandB, Gross appearance of sealated ende
metriosis: white scar tissue, small hemorrhages and tiny
cystic spaces can be recognized.

scarrelatedendometriosis described, on cut section,
as a graywhite scarlike tissue, with or without
evidence of hemorrhage containing tiny cysts when
viewed under a magnifying glass (Ejg

Histopathologic data

SeeTable | All cases but two (which corre
sponded to stromal endometriosis and stromal
micronodular endometriosis) revealed typical
endometriotic glands associated with a characteristic
stroma. The glands and stroma varied in size; con
figuration, luminal content, and composition reflect
ing changes of the proliferative phase, secretory
phase, or that reminiscent of menstruation of the
normal uterine mucosa (F&J A, B, CandD).Rarely,
telescopic glands or glands with the invagination of
the stroma in to the lumen with an appearance
reminiscent of a miniature polyp were seen (g
E). The endometriotic foci were randomly distrib
uted, but in one case the growth pattern was that of
complex (adenomatous) hyperplasia without atypia
(Fig3).

The most common type of metaplasia in the
endometial glands was ciliated (tubal), with cilia
FYR Ay GSNDFt I G&RandBYWLISIQQOU
mark the epithelium as tubal type we required
GKS LINBaSyosS 27
FfiK2dzAKZ Ay NBFfAGando YIye
metrial glands were seen. Tubal metaplasia was
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L2007

Table | Histopathologic features ioutaneous
and superficial soft tissue endometriosis (N = 71)

Histopathological features

Glandular component
Metaplasia
Tubal
Hobnail
Mucinous
Oxyphilic
Sguamous
Papillary syncytial
Reactive atypia
Atypical mitoses in glands
AriasStella reaction
Optically clear nuclei
Hyperplasia
Stromal component
Decidual change
Signetring-like cells
Myxoid change
Smooth muscle metaplasia
Stromal endometriosis
Micronodular stromal endometriosis
Elastosis
Other features
Necrotic pseudaanthomatous
nodule formation
Blood vessel invasion
Lymphatic invasion
Perineural invasion
Liesegang rings
Lipoblastlike cells
Intranuclear inclusions
in adipocytes
Atypically appearing myocytes
Spiral arteries
CD56large granular lymphocytes

*Complex hyperplasia without atypia.

Frequency

4371
71
371
1171
071
271
1571
471
071
0/71
71

71
071
49/71
2271y
71
71
71

071

071
071

(61%)
(10%)
(4%)

(15%)

(3%)
(23%)
(6%)

(1%)
(1%)

(69%)
(31%)
(\1%)
(\1%)
(\1%)

171 (01%)

0/71

1171 (15%)
771 (10%)

771 (10%)
71 (4%)
15202 (75%)

ySmooth muscle metaplasia was seen as-detharcated fascicles
of welkdifferentiated smooth muscle cells (n = 10) or as a
desmoidlike myofibroblastic proliferation (n = 12).

zZldentified on immunohistochemistry.

followed by oxyphilic and hobnail metaplasia (Fig
4,CandD).In 3 cases, mucinous metaplasia with
formation of endocervical glands was identified (&jg
E), and in one ofhese 3 cases there were also goblet
cells (Figt, F). Two lesions exhibited glands with
incipient papillary syncytial metaplasia (Bid@s).

someONB g RAY 3 41 &

The glands were invariably associated with the
stroma, with exception of one case of authentic

_ _Reactive atypia of the endometrial glands charac
Oterized by mild pleomorphism of epithelial cells with
1 5 o ARSYWMRUSR Ay
020K OAft Al USZdin 4 of these, additionally, there were rare atypical
Yiifoses in the glandular epithelium (FigB).
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